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EO/US 

; -.. jf \ PCT/JP00/05617 

?r pNT COOPERATION TREA' ) 



From the INTERNATIONAL BUREAU • 



PCT 

NOTIFICATION OF ELECTION 
(PCT Rule 61.2) 


To: 

Commissioner 

US Department of Commerce 
unuea oiaies raieni ana i raaemarK 
Office, PCT 

201 1 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing: 

01 March 2001 (01.03.01) 




International application No.: 

PCT/JP00/05617 


Applicant's or agent's file reference: 
H757-PCT 


International filing date: 

22 August 2000 (22.08.00) 


Priority date: 

23 August 1999 (23.08.99) 


Applicant: 

KOSAKA, Masaaki et al 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International preliminary Examining Authority oh: 

21 September 2000 (21.09.00) 



| | in a notice effecting later election filed with the International Bureau on: 



2. The election 




not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer: 


The International Bureau of WIPO 


34, chemin des Colombettes 




121 1 Geneva 20, Switzerland 


J. Zahra 


Facsimile No.: (41-22)740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/33 1 (July 1 992) 3854220 



INTi?.S'AT i 0 N A L O ?. .Y 



TIEBRe^Hi^^Ci-aTslSiJ?. lCgv 
T £ =i 




• 



BUDAPEST TH O N T 

HAL RECOGNITION 07 7 

MICROORCAMI S .V S 0 R T 
PATENT PROCEDURE 



I N T E 3 N A 7 i O - 
DEPOSIT Or 
PURPOSES 0 P 



RECEIPT IN THE CASE OF AN ORIGINAL 
DIPOS IT 

issued pursuant to Rule 7.1 by i h s 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom o t this 
Page. 
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DEPOSITOR 

Name Chugai Seiyaku Kabushiki 
Kaisha 

Representative Osamu Nagayama 

Address 5-1 , Ukizna 5-chome 
Kita-ku Tokyo 115 



BUDAPEST TREATY ON THE INTERNATIONAL 
RECOGNITION OF THE DEPOSIT OF 
MICROORGANISMS FOR THE PURPOSES OF 
PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL 
DEPOSIT 

issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 



I. IDENTIFICATION OF THE MICROORGANISM 

Identification reference given by the (Deposition N umb er) 

DEPOSITOR: Escherichia coli DH5a (pUCl 9-RVHr-AHM-gyl ) 

FERM BP-5643 

II. SCIENTIFIC DESCRIPTION AND/ OR TAXONOMIC DESIGNATION 

The microorganism identified under I above was accompanied by: 

x a scientific description 

x a proposed taxonomic designation*-.. 

(Mark with a cross where applicable) 

III. RECEIPT AND ACCEPTANCE 

This International Depositary Authority accepts the 
microorganism identified under I above, which was received by it on 
August 29, 1996 (Date of the original deposit) 1 . 

IV. RECEIPT OF TRANSFER 

This International Depositary Authority accepted the 
microorganism identified under I above, on (Date of the 

original deposit) , and accepted a request for transfer to a deposition 
under Budapest treaty from the original deposition, on 
(Transferred from FERM P deposited on 

V; INTERNATIONAL DEPOSITARY AUTHORITY 

National Institute of Science and Human- Technology 

Agency of Industrial Science and Technology 

Director General Michio Oishi 



1-3, Higashi 1 chome, Tsukuba-shi, * 
Ibaraki-ken, 305, Japan 



August 29, 1996 
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DEPOSITOR BUDAPEST TREATY ON THE INTERNATIONAL 

Name Toshio HIRANO RECOGNITION OF THE DEPOSIT OF 

MICROORGANISMS FOR THE PURPOSES OF 

PATENT PROCEDURE 

Address 7-6, Adachi 2-chome, RECEIPT IN THE CASE OF AN ORIGINAL 

Suminoe-ku, Osaka-shi, DEPOSIT 

Osaka issued pursuant to Rule 7 . 1 by the 

INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page. 

I. IDENTIFICATION OF THE MICROORGANISM 

Identification reference given by the (Deposition Number) 

DEPOSITOR: Escherichia coli DH5a (pRS38-pUCl 9) 

FERM BP-4434 

II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 

The microorganism identified under I above was accompanied by: 

x a scientific description 

x a proposed taxonomic designation 

(Mark with a cross where applicable) 

III. RECEIPT AND ACCEPTANCE 

This International Depositary Authority accepts the 
microorganism identified under I above, which was received by it on 
October 5, 1993 (Date of the original deposit) 1 . 

IV. RECEIPT OF TRANSFER 

This International Depositary Authority accepted the 
microorganism identified under I above, on (Date of the 

original deposit) , and accepted a request for transfer to a deposition 
under Budapest treaty from the original deposition, on 
(Transferred from FERM P deposited on 

V. INTERNATIONAL DEPOSITARY AUTHORITY 

National Institute of Science and Human-Technology 

Agency of Industrial Science and Technology 

Director General Osamu Suzuki 



1-3, Higashi 1 chome , Tsukuba-shi, 
Ibaraki-ken, 305, Japan 

October 5, 1993 
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DEPOSITOR BUDAPEST TREATY ON THE INTERNATIONAL 

Name Masaaki KOSAKA RECOGNITION OF THE DEPOSIT OF 

MICROORGANISMS FOR THE PURPOSES OF 

PATENT PROCEDURE 

Address 11-10, Chidori , RECEIPT IN THE CASE OF AN ORIGINAL 

Hachiman-cho, DEPOSIT 

Tokushima-shi , issued pursuant to Rule 7.1 by the 

Tokushima INTERNATIONAL DEPOSITARY AUTHORITY 

identified at the bottom of this page. 

I. IDENTIFICATION OF THE MICROORGANISM 

Identification reference given by the (Deposition Number) 

DEPOSITOR: Mouse-mouse hybridoma HM1.24 

FERM BP-5233 

II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 

The microorganism identified under I above was accompanied by 

x a. scientific description 

x a proposed taxohomic designation 

(Mark with a cross where applicable:)-;/ 

III. RECEIPT AND ACCEPTANCE 

This International Depositary Authority accepts the 
microorganism identified under I above, which was received by it on 
April 27, 1995 (Date of the original deposit) 1 . 

IV. RECEIPT OF TRANSFER 

This International Depositary Authority accepted the 
microorganism identified under I above, on April 27, 1995 (Date of the 
original deposit) , and accepted a request for transfer to a deposition 
under Budapest treaty from the original deposition, on September 14, 1995 
(Transferred from FERM P14909 deposited on April 27, 1995) . 

V. INTERNATIONAL DEPOSITARY AUTHORITY 

National Institute of Science and Human- Technology 

Agency of Industrial Science and Technology 

Director General Michio Oishi 



1-3, Higashi 1 chome, Tsukuba-shi, 
Ibaraki-ken, 305, Japan 

September 14, 1995 
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From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
01 March 2001 (01.03.01) 



To: 




ISHIDA, Takashi 




A. Aoki, Ishida & Associates 




Toranomon 37 Mori Bldg., 5-1, 




Toranomon 3-chome 




Minato-ku, Tokyo 105-8423 
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Applicant's or agent's file reference 
H757-PCT 


IMPORTANT NOTICE 


International application No. 
PCT/JP00/05617 


International filing date (day/month/year) Priority date (day/month/year) 

22 August 2000 (22.08.00) 23 August 1999 (23.08.99) 


Applicant 

CHUGAI SEIYAKU KABUSHIKI KAISHA et al 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KR,US 

In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE^AG^UAM^AT^BA^B^G^R^Y^Z^A^H^N.CR^U^Z^DE^K^M^Z^EA^E^P^S, 
FI,GB,GD,GE,GH,GM f HR,HUJD,IUN^ 

MN,MW,MX,MZ,NO,NZ,OA,PL,PT.RO,RU,SD,SE,SG,SI,SICS^ 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
01 March 2001 (01.03.01) under No. WO 01/13940 

REMINDER REGARDING CHAPTER II (Article 31 (2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer 

J. Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/308 (July 1996) 



3855858 
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From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 


To: 

ISHIDA, Takashi 

A. Aoki, Ishida & Associates 

Toranomon 37 Mori Bldg., 5-1, 

Toranomon 3-chome 

Minato-ku, Tokyo 105-8423 

JAPON 


Date of mailing (day/month/year) 

01 March 2001 (01.03.01) 




Applicant's or agent's file reference 
H757-PCT 


IMPORTANT INFORMATION 


International application No. 

PCT/JP00/05617 


International filing date (day/month/year) 
22 August 2000 (22.08.00) 


Priority date (day/month/year) 

23 August 1999 (23.08.99) 


Applicant 

CHUGAI SEIYAKU KABUSHIKI KAISHA et al 



The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,MZ,SD,SL,SZ,TZ,UG,ZW 

EP :AT,BE,CH,CY,DE f DK,ES # FI,FR f GB,GR,IE,IT;LU,M'C f NL f PT,SE 

National :AU,BG,CA / CN,CZ,DE,IL,JP,KR,MN,NO,NZ,PL,RO,RU,SE,SK,US 

The following Offices have waived the requirement for the notification of thei reelection; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM / AZ / BY / KG / KZ,MD,RU / TJ / TM 

OA iBF.BJ.CF^CI^M^G^GW^UMR^NE^N^D.TG 

National rAE^CAUAM^AZ^A^BB^BR^Y^Z^CH^CR^aDK.DM^Z^E^ES^FI^GB, 

GD^E^KGM^R^UJDJNJS^KE^CKZ^LCLK^LR^S^T^LU^V^A^MD.MG^K^W, 

MX^^PT^SD.SCSI^SUTJ^M^TRJT.T^UA^CU^VN^YU^ZW 

The applicant is reminded that he must enter the " national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1)(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3){b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer: 

J. Zahra 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/332 (September 1997) 
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(43)HB§5^HB (10) g|£^|K§^ 

2001 ^3fllB (01.03.2001) PCT WO 01/13940 Al 

(51) MBgftftfl-S 7 : A61K 38/21, 39/395, 45/00, T412-8513 »W!R»iS«mttn IT 1 135**6 

A61P 35/00, 19/00, G01N 33/50, 33/15 SX*A*ttA Shizuoka (JP). 

(21) mfg&m&*j: PCT/JP00/05617 (74) ttSA: fifc. ^(ISHIDA, Takashi et al.); f 

105-8423 mStP^Erty PlHTl5fl^^; F137 

(22) m®tb®B: 2000 *8 £22 B (22.08.2000) * ejU Tokyo (JP). 

-B*,--,-*. (81) **" AE > AG ' ^ A T, AU, AZ, BA BB, 

(25) mmaimoisua. b* b § bg,br,by,bz,ca,ch,cn,cr,cu,cz,de,dk,dm, 

DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 

(26) m&'AMHD-Mtg: B*!§ IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, LV, 

MA MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, 
(30) ffi5fe*t -r — * : RO ' RU ' SD > SE » SG > SI > SK > SL > TJ > ™> TR » TT. TZ > UA 

*#li¥l 1/236007 1999 *f 8 J3 23 B (23.08.1999) JP UG) US ' UZ ' ^ YU ' ^ zw - 

4#S2000/38689 2000 *£2 £ 16 B (16.02.2000) JP ,„, v 

(84) JggS (/£*«;: ARIPO t$Br (GH, GM, KE, LS, MW, 

,m *IBS1 /*ra*RS./ *Tmte* S „--M^^ * MZ, SD, SL, SZ, TZ, UG, ZW), 3- — ^ is~7&Vf (AM, 

(71) H3BSA, ^Ifi< ST«)JgSg||--Ot>T;: ef . AZ BY KG K2 MD RU TJ TM^ 3 — D-v/tWl* 
*SKtt5t*tt (CHUGAI SEIYAKU KABUSHIKI . or' ch' CY DE DK S FI FR PR r» TF it 

^ A >r j ^ =pll5 - 8543 m ^ 4kE ^ 5TB ■ ,-S , i£SSSSSh1»S , SSSoSS 

okyo ( JP). CM, GA, GN, G W, ML, MR, NE, SN, TD, TG). 

(72) 3g*8#;fcc*:tf SStt^lBgg: 

(75) r*Slcoi%T (D^;: /MR^PJ — H®iS^$g£-g 

(KOSAKA, Masaaki) [JP/JP]; =f 770-8075 g fi S @ g 

rfj/^^afn-10Tokushima(JP).S^^(OZAKI, 2 ^3 — K&tf ffe<DB§l§IZO(,NT It, &m§£?rZtl& 

shujo [jp/jp]; t 770-0045 ©fiiS®STfrmjiBT3T a 8 ^pcns-Mv ho^m^mmztn: U«5 r 3 - K ^BStS 

Tokushima (JP). SltSZ (WAKAHARA, Yuji) [JP/JP]; (D^V^VX/- h J £#18 0 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 
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pages 
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, as originally filed 



. filed with the demand 



filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



as originally filed 



filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 

□ 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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□ 
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The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 



^ I | This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article J 4 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 1«28 YES 

Claims NO 

Inventive step (IS) Claims 1-28 YES 

Claims NO 

Industrial applicability (IA) Claims 1-28 YES 

Claims NO 



2. Citations and explanations 

The following documents were cited in the international search report. 

Document 1: WO, 99/18997, Al (Chugai Seiyakyu K.K.) 22 April 1999 (22.04.99) 

Document 2: Ozaki, S. et al., "Humanized anti-HMl. 24 antibody mediates myeloma cell cytotoxicity that 
is enhanced by cytokine stimulation of effector<cells," Blood, Vol. 93, No. 1 1, June 1999, pp. 3922-30 

Document 3: Veharr, Marlies J., et al., "In vitro upregulation of carcinoembryonic antigen expression by 
combinations of cytokines," Cancer Lett., Vol. 139, No. 1, May 1999, pp. 67-73 

Commentary 

Document 1 describes an antibody to HM1.24 antigen and the treatment of tumors using an agent for 
enhancing the action of this antibody that contains a biological response modifying agent as the active 
ingredient. Although it states that interferon is contained in this biological response modifying agent as 
a matter of course (Claim 15), it does not state that these biological response modifiers enhance the 
expression of the HM1.24 antigen. Furthermore, it does not specifically verify that interferon 
(hereinafter, IFN) acts to enhance the effect of the anti-HMl .24 antibody. 

Document 2 states that the anti-tumor activity of the anti-HMl. 24 antibody is enhanced by interleukin 
(hereinafter, IL) -2, IL-12 and IL-15. However, it contains no statement whatsoever concerning 
enhanced expression of the HM1.24 antigen by IFN-a, IFN-y, or IRF-2 protein, or concerning the 
enhancement of anti-HMl .24 antibody action. 

Document 3 states that a combination of IFN-a, IFN-y, and IL-6 enhance the expression of 
carcinoembryonic antigen (CEA) in tumor cells. However, this document does not disclose information 
specifically concerning HM1.24 antigen, and applying this combination together with anti-HMl. 24 
antibody is not self-evident to persons skilled in the art. 

Therefore, the inventions set forth in Claims 1-28 appear to be novel and appear to involve an inventive 
step with respect to documents 1-3. 

The inventions set forth in Claims 1-28 appear to have industrial applicability. 
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*J J: t£±#ipl£fT o fc (i 5 ' -Ampli FINDER RACE Kit (ClontechM) 
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iii^i-^o :ni ?-£ftj&L. -xmmm 

a ft i -r * dna <D£g8e?'j&&*u©#&> ^j^.ti\ ^-r 

J; <9 «£ 18 -T & o 

^SCDfc#5£3tff ^ (Ci«) ^3 - Y ~$~ DNA iiSi^L. CtL^ 
* ^ ijfl^jito Sfctt^ Stft© VflJDc^ n - Kt-5 DNA 

o 

*»HJTti. t h {c^f-r Sfl8i»il!tt£ffiT3-t±£ C <h^£gft 
<!: LTA&8*> {C&g? L/citfe^ffi^^Mtn:^. 0] ;Ui\ (Ch 
imeric) fc h SUL (Humanized ) trC# ft £ ffl T ; £ & o C 

Htffe©ct o JC LTi fcta& V«l«£ =» - Kf-SDN 
A £ t hirC#:Cf!^£^- Kf -5 DNA £il#£Ls Ctl&Ztm^? * 

wn&m&mm^E? 125023 „ Hi^#f¥tfciit&p?fl#-^wo96/o2576# 
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& ^:flIS« N & * Escherichia coli DH5a (pUC19-l. 24L-g/c 
) *> J: 0 Escherichia coli DH5 a (pUC19-l. 24H-g 7 1) t L T s 

) i:> 8f 8^2 9SIC, FERM BP-5646*5-«fc O'FBRM BP-56 

4756#M) o 

t rSUfcttttti. m&J& (reshaped) t h tft & £ & ft $ ft. t p 

#*©i*?L»4&. ^iAtf^«>X«ttt:©fi1ittftjE««(CDR ; comp 
lementarity determining region) £ fc h © *@ ^ ^ ^ 

5 (IftfH^ff ttie^WS-^BP 125023 . SI&#fFttIg&Bg#-f§-W096 
/02576#M) o 

(framework-region ; FR) ^ii^f^ «fc 9 gft ft LtzDNA pE*l£ N 

»; * K^PCR &JCcfc 0A^tS o n^tltzMk * t h 

tfc#C^«£3- K*-*DNA iitifSL. ft H 1? H M < ? * - tz ffi * 

4*»IB«&M#^BP 239400 . BftttffF tb«&M**W096/02576# 

M) o 

if^^H^^SBte^jg^-r St>©^«lR$fts 0 &Slcifci; N UK 
fife t Htt^oftWttftJtffi*^*^^^:^^^^^^^^^-^^ ^ 

i:$ift©nl^i^©7 l/-A9-^i^©7? yi^IiLtfcJ: 
^ (Sato, K. et al., Cancer Res. (1993) 53, 851-856 ) 0 

mx.lt, fc hM^fctt:HM1.24tlL{*:OL«|*J«kOfH«|*#t?r5 X $ 
K^W^" £ *fl§® (i, Escherichia coli DH5 a ( pUC19-RVLa-A 
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HM-gk)*5cfc ^'Escherichia coli DH5 a ( pUC19-RVHr-AHM-g y 1) t L 

t, azmm^> < iff« i ti 

1 # 3 -*§•) (C. W-tfL 8^8^2 9H!:^« FERM BP-5645*J <£ tfFB 
RM BP-5643<b LT^^^X h fc So' £ El gg^§£ $ tlT 1*4 (# 
i?I¥8-264756#il) o 

1, Cr 2, Cr 3, Cr 4 &{&mir & z. ±i><T* £ & <, c n . # 

^ cr i, cr3 ZtiiWfr&jlUmi&mmfeyk, -ttefr*>, AD 

CC^tt. CDC gtt^fU (-if i§fc{£ffl $ n^o 

#<E>*§*ite&5£^<*: t hia^fi^©^ P-A«7-^fI^ (framew 
ork region ; FR) *5 «fc C {gift ^ & ti K) . t h ft K t f SlrCHm 

o 

n f£5E£ tl^i/t^itfe^. ^©3' #J Tll^t' 'J A 

^-^^a^^J-^^r^-a-^DNA ^-(c J: *9 

(human cytomegalovirus immediate early promoter/enhancer) 
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X, TrV * ^7>^;l/XH (SV40) m <D * * Jl X 

a (HEFla) tt if © «?L jKJBBlft ^ o * - ^ -/i >^ > ^ - 

HAtdk SV40yDt^-/x>n >f -^ fflt ^A MuI , 
igani©2r& (Nature (1979) 277, 108) % * , HBF1 a "7° d •=& — 
9 ~ /:£ - >/N >^-^^ffl-T Mizushima £©#& (Nuclei 

c Acids Res. (1990) 18, 5322) Kit* l*M |c Hfc* * £ £ 

«itf^n*-^HTtt, lacZ^D*- 
araBrnt-^-4<t(/ 5ci ^ T g 5e lacZ^p*-*- 
<£-&ffll*-<5*§-& N Ward£>©;£& (Nature (1098) 341, 544-546; FA 
SEB J. (1992) 6, 2422-2427) % araBT 0 p * - 9 - £ + & M £ 
, Better£©3ffc (Science (1988) 240, 1041-1043 ) «fc 

Icas^S-fr**^ pelBisyi-jum?i\ (Lei, S. P. et al J. Bacter 
iol. (1987) 169, 4379 ) **ffl*-*U*J:^ 0 ^^5X^1:14 
3ttfcffi;#*#* LizVt. ififtvmmzmwiz »; 7 * K (refo 
Id) Ltffflt^ W096/30394£#Jfg) 0 

^^Htii, sv40, * t*v**** 

. 7 2//< * ;UX(BPV) ♦OMoiotf^i-i^ 
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ph) ate? % (tk) is?, 

^ 7 - > * X ^ 'J 4? •> /I' h 7 > X 7 x 7 - (Bcogpt) it y 
t Kp&RX5g1I& (dhfr) it & =F m % # t; C i T § & o 

SCii^lSo $t#S!aE©fc26©M£?fcfcl:, in v i tro*> J: V i n v 
ivo ©i4|i^5o in vi tro©^^^ <h L T (i. IIIHIia^^ffl 

CHO, C(^ iiD-^ N BHK (baby hamster kidney ) „ HeLa, 

vero. c 2 ) ffitkmmjfo, mz-\z. T7 v *y / # mm 

(3) ££UHH8&. sf9, sf21, Tn5tt ft T 

l^o ^^lifflm <!: LTli. — 3 -r >r T ^ (Nicotiana ) Jg . f&J x_ lit 
-nf ^7t - (Nicotiana tabacum ) £ * © £ffl US £□ £ 

. ^J^.(i\ If «y f) u x -fe X (Saccharomyces ) JS . \£ If «y * a 
5 • tUt*->i (Saccharomyces serevisiae) „ #i] 

(i\ 7X^;K;l/X (Aspergillus ) 0IJ t£ T X ^ 71/ /!/ X • 
— if — (Aspergillus niger ) ta t> ftT 0 

iiaiLttt, ^li(E. coli) N tt?fi<filbnTi.^, 

> mmfc&tS tltzimm&in vitro-Cigg^ -5 C t iz X Qirlfcfrmih 
ft&o *%m\t, <tk^\(D^lk^Vt^rfO o ^iitLT, DM 

EM, MEM, RPMI 1640, 1MDM £ ^ £ C t £ > 4^ Jfe E Jta. fcf (FCS 
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Lfcintt*fttt<DKtt«^9*-C tiz± *k in vivo iCTia#£iir 
-3\ in vivo W) m £ <f h m*k & * * ^5 

(Vicki Glaser, SPECTRUM Biotechnology App 
lication, 1993) 0 ttz. m&t LTtt, * a tt df « C i 

©#rtTtit&£ji|££^ EUR**,, 

AStlfcll^iHg^fc^frDNA «f * ir ^OE^ft A L . C © J& £ 

- >y * **LH-*£ms * 0 

LTUl> (Bbert, K. M. et al., Bio/Technology (1994) 12, 69 
9-702 ) „ 

(Susumu, M. et al. , Nature (1985) 315, 592-594 ) 0 $ 

-> 0»J*-fi'pMON53O icjfAL, :©^M-^77da*^ ,j ^ A 
V J 7 r >x (Agrobacterium tumefaciens ) <D <£ -5 

2 0 



WO 01/13940 f PCT/JPOO/05617 

9'<t>U (Nicotiana tabacum ) iCi&5fc£-bK * * *< =t <D M «fc K> W\ 
M<DtfLfc&'& S (Julian, K. -C. Ma et al., Bur. J. I mmuno 1 . (1994 
) 24, 131-138 ) o 

±&<D<S:olzin vi tro£ (i in vivo (D K T fate 

s«£r> fo&mm (hid ttzit&m (lid k^sdna £ 

L > to S ^ * tt H m is J: Of L M £ =i - K "T S DNA ^^-©^3^^^^ 

#-?f W094-11523#H3) o 

±i£ © J; -9 % t> ti tz lit W it . t:'Jif l/>/'J 3-71/ (PEG) ^ 

^ {c i> t f "e (c «t tL £ 4a T ^ S o 

L^-{c £ s *^H^-e^ffl $ nsi/t&©# 

mmitr ? * - r * - ? a ^? v v ? y * - iz & k> n o c t ti<T« 

> #>J x. i*\ zfarJ^Afi^I*. zf a t 4 > G * 5 At)<mif Z>tlZ> 
o -far-^>AiJ^ A(Cffl^Sfi#£ Lt, 0J X. li\ Hyper D, POR 
OS, Sepharose F. F. &*l So 

ft I* «fc < s Ht>R^$tiSfc©-eti^^o $1 x te\ ±E77^f 
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"5 7 .< - , y yl/ 6 i® ^ i)<m if n £ o 

-ea^jc^f? LfcSU 2 8 OnuCKjtS^fflSL, lmg/ml£l. 
3 5 0DiLTlti}t§o t/c. EL I SA(Cj;-SJi^(iJ^T©J:9 
iCii'J^t^Ci^t^^o -?tlt>-Z>. 0. 1 Mfi^^^^f^ ( P H9 
. 6 ) Tf 1 u g/mliCf&IR Lfc-f^ft; h h IgG (BIO SOURCE Si!) 1 
0 0// 1 £ 9 6^^L/-h (NuncM) lZj]U?L, 4 "OTP — Bfe >f > + a 

ifCft&^ts-V- ;K <fcSWi»&£ It k MgG (CAPPEL JK) 1 
0 0 // 1 ^i^L, Ifiict mi8IO*a^-5/ 3 >tS, ft if* 

5 0 0 0 fgf&fR Lf;7/^'j7tX7 7 ^--IfllS fc h IgG 
(BIO SOURCE m 1 0 0 u 1 ^Jn^.; ISlctl^flO^a^- 
hf-£o #fc#l&. &M^^^tsaA.-( a. ^- 3 MICR0P 
LATE READER Model 3550 (Bio-Rad SS!) £ ffi T 4 0 5 nm^©^3t 

F C MJgfrf 

itmmfmffet*$tw~efe m ^ti^tfi^toKJt^it^ fcm(? o - 

if -f h ^ HI-) C i^ti So ilSiLTIi, «A«b 

TfcU #ttllS*RPMI8226. (ATCC CCL 155) N H3U266(ATCC TIB 19 
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6). HKPMM2 . IWIKPC-32. J£ % M flSM £ * ARH-77 (ATCC CRL 1621) 

s 0. 0 5 %T Vfci- h U ft A#WPBS(-)) 2 5 fi g /mUC^f? 
L tztHWh S IMi 3 > h P - ^trtf* 1 0 0 // 1 &2J0>U ^Kfi-ft 3 0 
>*^^- ht^o FACS^ir t 2 5 /z g/mlO 

FITCat^-^ ^'tn: Xin:^ (GAM, Becton Dickinson M) 1 0 0 u 
l£#nx.s *U4t 3 0^F B H>^a^-htSo FACSiif fr&T-i&fr 
L t& > 6 0 0 W U§tMi 1 ml©FACSM$ff& ic L . FACScan 
(Becton Dickinson SS) T fl£ © & ft % ilj S "f tL WT J: ^ 0 

x ? u - £ > mm 

LTl^fflJS^l^T FCM »«t fCTl^t^ :i*<tl5o 

^ £: LT7>7X^t h HM1. 24$t^ luT^fet So 
^fe^L, ££>fc - LTFncmmVL-? V X IgG trtttfc & K) %k 

tftt h HM1. 24tn:#£m^cit&&{C J; S&feJC J; «9 FCM ##r^SC 

i HM1. 24:/ o ^& - * -ffi^lj^ffl^/c U # - * -iftfc^T >y -fe 
4 iC «fc 0 HM1. 24titijjCcDf£iiit&#J£x * 'J > 7t5 C t^t^ 

§ So HM1. 24^ o ^-^-ie^iJ^L/^-^-iia^©±flfE(C^tr7 B 
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^t^f3f i 1-2 H^tL^ EliR$n^«Blia*FCM»#ft-'SC < !: 

hmi. 2mm<D%m**i!%it zmm* * ? v - z 

ADC CMttOiHI^ 

*l£HJ3{C®ffl$ *l aMfgttiLT, ADCC 

U i7 x * * -SHI® (Effector cell :E) H 

ft ft IN /@ (Target cell : T) iUli, RPMI8226 (ATCC 
CCL 155), U266 (ATCC TIB 196), KPMM2, KPC-32, ARH-77 (ATCC 
CRL 1621) "Crick ^JSfSLT. mWMmt Itiit^o 

mwi LtzMtf}fflmizAdccm&&m7£-f& mw* 
zmm-tZo *<om, m*i&mwtMm®i7£miz, 1 %©np-4o ^ 

l^ui^t^S 0 iBM^Stt (%) « N (A-C)/(B-C) X100 -e 
1&mft®i (cpm ) , BteNP-40 iz. tltitkmmik (cpm ) 

x citifL&z&t ■?&mm<D&T*mmztitzWtM%i®i (c Pm ) t& 
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tft#j£#3I# (C«l«) HI Cr> Crl, Cr3 

0>j * Mf s 7 $ y K B » «c cfc -5 1 gG © I gM « >i? 'J -7 - -fk ( Sm i th, R 
. I.F. h Morrison, S. L. BIO/TECHNOLOGY (1994) 12, 683-688 ) > 
7 5 J i?#iD{C<fc & I g G<D I g U ^--fb (Smith, R. I. F. 

et al., J. Immunology (1995) 154, 2226-2236) N L«*3 - Kt 
& it ^ <£> it ?'J il ii£ © f£ Si (Shuford, W. et al., Science (199 
1) 252, 724-727 ) . 7 ; 7 tl^CJ: ^ IgG <D~mi^it (Caron, 

P. C. et al., J. Exp. Med. (1992) 176, 1191-1195, Shopes, B. , 
J. Immunology (1992) 148, 2918-2922) . it^mn K <fc & I g G <D 
~»£Mt (Wolff, E. A. et al., Cancer Res. (1993) 53, 2560-25 
65) . J: tffttt t^««©7; /i£&^iCcfc&i?x?^-a 
#££>#A (Norderhaug, L. et al., Eur. J. Immunol. (1991) 21, 2 
379-2384) t> ft £ 0 

*>ir{l¥femM&1&m-t & :ii:«t -?TiiJ&$ft£o 

#fi£BJJ<Z>ag«©t><i:oW: N HM1. 24trt B © ft M M £ if & f 3 IK #J £ 
StHM1.24tn:fr*Mll#^a-^-r * C i tc «fc t) . #f$ffi. U * L < fc* ^ 
^ttfil^feit^^ftClt^o HM1.24tn;jj§l©f£3t*£if 

> ^ - 7 i n > itn;HMl. 24$i#:(i. — 3& f£ tS: L T t> =fc 
ia> giJtil L T h <fc &#©«££«:. tt\ <<>?-y 

x. a 96B#RiJJB*rt KtfcHMl. 24$t& ft ^ "T & :ii<C0 
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tL^o -f > 9 - 7 i a £ JfiHMl. 24ft & 8:-^©^ pp? (i N >f > 

* - 7 a. a o THM1. 24trtJ^ © f£ 3! * if & $ ftT ^ 3 Rg 

T^>^-7xn > t tiHMl. 24£tf*<£&&HU xIICg^tKi 
<h*<M* L<s ft MrtS-^&S Steffi/ fllRrtS £ L^o. ^M^J 

£ . >^-7iD>a*fcli'f >^-^iP> r £ © # ffl 0 & ic 
9-7 id > a 3 Ji ^ >^-^xa> r i#ffl-r-S/ci6©Em*l 

mmm 1 . y^-7xp> a cj: a frSE Mamas test? shmi. 24 
$tHfSgig©it3S 

t h #MM*Ejfe**U266 (ATCC TIB 196) ^ J: C/^lgttf lilt 
©•B-fSB3fe©#ttMifillB&£ 1 0 % ^ i/J&JEifafjt (Whittaker Biopro 
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ducts, Inc. Walkersvi 1 le, MD, USA ) £^t;RPMI 1640^ i& (Sigm 
a, St Louis, MO, USA) £ ffl ^ . 5 % j^g? # X ft 2s 4 1 > 3 7 °C T 

mmttzo v * xtitHMi. 2mft&£.mir y y k-^«. ii 

gmi^^^x#x*S^W^BiT (B*i^«io < tfny* l - l - 

3 ) {C$K#-f-FERM BP-5233 (IfEB 1 9 9 5 # 4 2 7B) H 
#Mffi*ffllia (1 x l 0 5 /ml) 1 0 0 0 U/mlO^.tS'T >^ 

-■7xd>-« (^fni, mm) #aETXtt##:&Tfc 4 sut^i 

^fiU HM1. 24#lIK ( * *l £ 3 - K "T & & SSB^J £ @£?U #^ : lie 
^^-) ©^jb^r ^ P >f |> >J -TiiJ^ L /"Co 0 . I % 

V is tiSLffiT frZf Z y (Sigma, St Louis, MO, USA) t 0 . 0 2 % T 
'Jit-)~ h »J O A£j^7J0 L y (Gibco BRL, Grand Islan 

d, NY, USA) t h Sfeg r d 7 y > (3 mg/inK S F U + 

^> *l£) ^JH^fcPBS (1 0 0 # 1 ) 4°CT1 5 

€©g> 2 // 1 CDFITC- hh IgGl ( 1 mg/ml) X teFITC- ftHM 
1. 2AtfiW ( 1 mg/ml) 3-7jQ;L> 4 °C T 6 0 # N Sfefe L tz 0 *## 
*&ffi8Bfl&£ffl #iUS*fflflS©|5l^(c « 2 0^1 ©PE-anti- 

CD38 (Becton Dickinson, San Jose, CA, USA ) ^jta^-> — fiSfcfe 
£*T o /Co ^fem. P B C t 2 L. I *A/J*T 

^ft K (fD^ttlg. *BE) &£frP B S Lfco ^r©m, 

7D-t>f r - 9 - (EPICS XL, Coulter, Hialeah, FL, USA ) 

*m^, hmi. 2mm(D$zm&MVr l 

*©*SIH> #Mffi*BflS1*U 2 6 6 (HI) <fc ,S # « « Kffll IS . 
(02) ttHS*i]*©!K«6"rHMl. 24ftH«:|&S LT*5 *9 . > * - "7 
x a >- a <£ *9 > HMI. 24$t JgC © H §1 * fi $ £ ic*g7jn L /c 0 

-T>^-7xO>-a «#ftffi *BM&©HM1. 24iaJp ©!£§!£• $ S> (c 
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tnlHMl. 24tn)^{C J: & ^ & © tJtffi* Sfr H « . ^-^^-^^^^{cJt^lJ-^- 
& C £ ^ £ . # fi HE H # f;: & ^ T N 'f >^-7iD>-a^g^L 

mm 

in.m<Dmmwmj)<nm. 2a? u * - * - j; *> pip $ nt ^3 

HM1.24"rp*-^-«*©aie^ (ie^iJH^ : 3) tePCR 
->^«c«kt)»/!:o fc h^ffiifiiiti^fflj^j; <9 DNAzol reagent (GIBC 

0 ) yyADNA ^li^L/c 0 ll^tlfcf 7ADNA &mmt 

^7-f?-HM2 k (aaaggtaccagctgtctttctgtctgtcc ) ( 
H5 : 4) n BitfBST2B (atagtcatacgaagtagatgccatccag ) ( 

@B?1J#^ : 5) TaKaRa Taq (±jg&. *ffl^Therma 

1 Cycler 480 (Perkin Elmer, CA, USA ) {CTPCR ( 9 4 °C 1 mi 
n . 5 5 °C 1 min N 7 2 °C 1 mi n s 3 0 eye 1 es) & ft o tz 0 

W ititzm 2 kb©»fJt &ftJI8gt^KpnI&tf BgIII(£jB&) iCT&i 
8U ^#-^-y->^7X; KpGL3-basic (Promega, WI, USA 
) ©KpnI-Bgl Ilif 4 h iz DNA ligation kit ver. II (^7@jt) 
C^T^o-^>i7'L. 3>t°T->hB. coli JM109 

>) ^ii^^u: 0 mnm&Ltz*mm& 1 0 0 # g / m i©7 > 

fv>; ^^LBSli:T3 7°C^«L. QIAGEN plasmid maxi 
kit (QIAGBN, Hilden, Germany ) I; T 7 5 7 ^ K^I^^L^o 

KHM-2k/GL3 £ $ij PS H & Kpn IS. tfXho I fc T & S 
L. kilo-sequence ^deletion kit fCTdeletion clone 
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ZftW. L. mW-M1fe&±m.- 4 9 3 bp* 5 X i KHM-493 

/GL3£#fc 0 £ /cHM-2k/GL3 £ frj PS M M Kpn IS. tf Af 1 1 1 CTftl L 
> ±fB^^(c-Tdeletion clone^-fP^L. ig?^fe^±at- 1 5 1 
bpXte-7 7 bp£ ^ft^ nHM-151/GL3R t>'HM-77/GL3 £• 

^fflflS-^O^^x ^ K# A Pol ye thy 1 en i mine-Trans f err infect io 
n Kit (Tf PEI-Kit) (Bender MedSystems, Vienna, Austria) N 
JV i/ "7 * 5 — M T y <4 t± Dual-Luci f erase Reporter Assay Syste 
m (Pr omega ) £fflWc 0 iffl JJ&Jfc 3r 5 0//M Def f er r i oxam i ne. 1 
0% FBS 3-^tTRPMI-1640 ICT-|«lLto IAt§^5X; 
K&Tf-PEI £ ©^££Mc-r 3 i^jg 2 0 /z g / ml <D V # - ? 

h\ 0. 4/zg /ml©pRL-SV40. 1 # g / ml Tf- 
PEI IS^cDM^^^fF^Ls O^PeH^^a^- hlfco 

5 x 1 0 5 *fflJJ£/ml©*ffl!l££Tf-PEI • ^7^5 Kfi^fft© 3 f£^fin 
X. . 4 ^ 3 7 ^ ic T ^ > * ^ ^ - h L . ic T #fc . 2X1 

0 5 JSHIfa/ml©ttft"riwell*yi:*) 1 0 0 u 1 £ 9 6 ^ ^P- IS ^ 

IFN-fl^HltO, 10, lOOsXiilOOOU /ml £ 
£ J: 9 L. 3 7°C2 BPI^SL/Co M£PBS(-) (C tft^tv 
2 0 // 1 ©Passive Lysis Buf f eric TfeM L > 6 u 1 £C96 White 
Polysorp Fluoronunc plate (Nunc) KT ~? ^ -4 Ltz 0 Luminoskan 

(Labsystems) CtSI « 3 0 u 1 . $i]j£Bf fMJ 1 0 ^{CTFirefly 
&tfRenila^ft^ft©§£ft8tjg;£jiiJ£ L tz 0 Mfemit. Firefly/Re 
nilaicrffilEm, 3 > h d - )V (medium) ^ 1 i LTtS*tStt^* 

*:<Dlfe$k, ±ffi 2 kbp S. 4 9 3 bp £ i> ic I FN a mm&fttf) JC V 
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3 ) o 

£ fc N lif ^fe^±« 1 5 1 bpXte 7 7 bp© 
5 K£ffl ^ fciSTlix ±»lt 1 5 1 bp© KT'ii 
IFN atm^^io J^yy ^3-^z^^(D±^i)<m^^ntz 0 -2r± 
dfe 7 7 bp© * -^5 x $ Kftt IFN a M®LK «fc §gft0j^ 

tiff* (H 4 ) . 7 7-151 bp©ffi*fcttGAS elem 

ent, ISRB fc « ft te© A ^ L > I FN a ffl ft (c jfc £ L T $£ 

tt-fk-^sfe^SififSH^-eabsci^^, irf ? r ^ li - © ^ p gfj 

1 fClS4fe©^r^(C «fc t) N lOOOU/ml©^^^!^^-?,,. 
°>r (R&D System*!) *ffl^T*tfLfc. tO^S, #fS«#ffl 
^**U266 (15) *5«fcCJ f /fe##«i««ffl«a (El 6 ) (C*J^T. >f 
-7 i p> a< J;j5l^ ( c N HM1. 24ifcIB©3& 5! tlf Zo 
MMM 4 . IRF-2©HM1. 247° P ^ - ^ ~ £1 © jj£ 

HM1.24^D*-^-0**^ D _y <!: ^Electrophoresis Mobili 
ty Shift Assay (BMSA) £ & © J: 9 iz ft U , |±A BftlT IRp _ 2 
* I"! £ L o 
( 1 ) 



#ffi««Bll&U266-Bl (ATCC-TIB196) ^10%PBS (HyClone) * # fc> 
RPMI-1640 ig*t&(GIBCO-BRL) iCT37°C. 5%C0 2 + 
*T^*LfCo >T>^-7 i o>a (IFN-a)(Pepro Tech BOfCefc 
*tt»5^©#l»«:(T^fe«>. igi&*fC IFN- a*»**1000U/iil 
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jfe £ is] iR l o mm^if%?hs(-)icmm, i,ooorpmtcraS^L-r±» 

£&T. 10mM Tris, lOmM NaCl, 6mM MgCl 2 giSCi/S Lf; 0 

*4>ic 5 ftffl&W&lzmmMfo ±t^^t^o lOmM Tris, 1 
OmM NaCl, 6mM MgCl 2 , ImM DTT, 0. 4mM PMSF, ImM Na 3 V0< ic B fl£ £ 

it^xu 6ooo g 3^r a iiia, ±m*m~ctz 0 ^^mmfe (20 

X/Hb-A', 20mM HBPBS, 420mM NaCl, 1. 5mM MgCl 2 , 0. 2mM E 

DTA, 0. 2mM PMSF, ImM DTT, 0. ImM Na 3 V0 4 , 2 mg/ml T Zf p f- — > 

N 5mg/ml d ^^f >) (C $9 03 & & U * 4 s IC 20# R3 # K L 
o 12000 g 10^-FbI^^ L. ±.ffi*U$l L tzo 

( 2 ) mm?* -ycomm 

^D-^iU, HM1. 247 d ^ - * -^i^fc 1>TGAS ( 1 FN— r 
: GAS 3 >ifXK^iJ«ttncnnnaa(Be^J#-^ : 8)). 
ISRE (I FN- a $!l$:Jft^0? : 1 SRE 3 > -t? > +r X @£ ?ij « ngaaanngaaac 
KE^iJS-^ : 9 ))£ o &g£?ij (ttcccagaa(g£?iJ#-*§- : 

10) *5 J: CJfggaaactgaaacKBeyiJS-f- : 11) ^^trISRE2 ^fF^L/c 
o "t* % > 3* U p'DNA ISRE-F2 (aatttctgggaaactgaaactgaaaacct 
(S£?iJ#-^- : 12))S LK ISRE-R2 (aat taggt 1 1 tcagt t tcagt t tcccaga ( 
@e?"J#-v : 13) )£ M£ L. T--^l/$ -fr 2 *IIDNA :/ n — ^ ISRE2 

3r } ) rfDNA adp-1 (catggcatctact tcgtatgactat tgcagagtgc 
c(@E^iJ#-^- : 14))S. adp-2 (catgggcactctgcaatagtcatacgaagtaga 
tgcCE^iJS-^- : 15))£$S^L. T — — $ -fcbunrelated yD-/ad 
p tLtZo ~? p — y© Mf&te Band Shift Kit (Amersham Pharmacia 
Biotech) f ©iip^o h 3 -;H:$ I; tff ^ f; 0 ~tt£t> 

±ge»CTflsjSl Lfc 2 #&DNA50ng * [ a - 3 2 P] dATP (20/zCi)( 
Amersham Pharmacia Biotech) S JftfS "£Klenow®f jtO ^ U 
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f?^Nick Spin Column (Amersham Pharmacia Biotech) Jc ^ x 16 
OOrpm „ 4 #IB* & LT0JR L Lfco 

Band Shift Kit (amersham pharmacia biotech, NJ, USA)<D^i|i 
■7°d M-;HctotKTOi^^jfof; 0 MIB ( 1 ) icfe^tl 
^Wi-Wil!LfcttliJ«j5/£ff»C*ry h*&stt©10x (100m 
M Tris-HCl (pH7. 5), 500mM NaCl, 5mMDTT) 2 ft I , 50% 7 U -fe p 
4 # 1 , 1 %NP-40 1 /z 1 N StfUl ©poly(dl-dC) • poly 
(dl-dC) Mfe (2) TiiL/: 32 P «»ISRB-2y n-:/ 2 

# l*»iDU 7K*r*[l;tT±«£20ul<tLrt:gU C CD Rjfc jg & 

sis^h^f i tute 3 2 p ^^isre-2^o tom&zm-n ttz 

o 

RjB»U8tf 1 (ClOx^fe^ (Kit izmtt) 2 # 1 ^Jdx., 1 xTr 
is- 7 »; •> (25mM Tris, 190mM^' 1 mM BDTA, pH8 

.1) 7. 5 %7^'J^7; Ky/Vit'l^^l L. 

-KTS£&L;fci**tt&XIS7>r/UAicMRjfe$tK ^> ^ ^ ^ ^ ^ tB L 

t/cs^fg [oh] N 8mmcDi%mm(Dm&!®izmm7v-7-(Dtt 

«9 {C*^aiSRE2 ^p - :/50ng£^;ta LfcS^^ [8h (+cold)] 
. Rtf 8 B$ R8<2>&£&(2)tt t±J^{3unrelated T/p-T'adp £50ngj^ 
IB LtzKfoM [8 h ( + cold unrelated)] &mM L, ±f££|5j*i i:M 
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*g*£EI 7 Cfto C ©El 7 *n £ HE £ ^^il . Hill. 24:/ o -t — 
^ -CD — £ 2 *&DNA £ £lf 3 $1 If >T > * - 7 x 

p >«Tt^i L fcU266-Bl «BJja^iC^^fi*J(Ci^jDL/Co 
(4) &mirifa t 6fe¥B?g)R^ 

MI5 CI) ic§5«c L/cJ: 9 LT. #S£M*fflJ&U266-Bl (ATCC-TI 
B196) £ 1 000 U / ml CD > ^ - 7 x d > - a Tt 8 HFel^t 

L, ffi ttl ^ L tz o Band Shift Kit (Amercham Pharmacia Bio 
tech) (Dmm^v h 3-/H:^oTi^©IfF^lTo/: 0 -?t££>-t>^ 
5 u g <Dt&mMKtflfa 2 // g^^ttlLs ^i&iCT 155^1^ V*^.^ 

i«2 /r K -l?D-/V4 K 1% NP-40 1 # Utfl 

# 1 CDPoly (dl-dC) • Poly (dl-dC) tc % ffj IS ft ft & / #t # S Jftft 

2 (i i M§B ( 2 ) tii L fcfcgs:/ o -^2^1 &mim U 7K 

d <D%.}fcm&%!l&, Suie (3) icfEifc L/cd; o ic LtlM^ii: 
. 7 i- J\s <D & tiH £ fr o fc o 

±iecDtri#: <h LT. &CDirL#: (^t"tl^ Santa Cruz Biotechno 
logyd: K> ) £(£ffi L ^ c 

tit-thSTATl p84/p91 (E-23) : (g&Hfl) ^ If 4* # U * o - ;U 
taf£ (SC-346X) 

VL - t h STAT2 (C-20) : If 4r # U * P -± J^Vlfc (SC-476X) 
tn) - "7 O X STAT3 (K-15) : * If 4 s r # U * a - ^ JVfcW (SC-483X) 
in: - t h ISGF-3 r P48 (C-20) : O If * : # U * a - ± JVfofc (SC-4 
96X) 

$t - t h IRF-1 (C-20) :^1f 4*# U * a -^Ulrttt (SC-497X) 

tnu — t h IRF-2 (C-19) : t? if ¥ U * n -J-JlsirCfa (SC-498X) 
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- ^ ^ X ICSAT (M-17) : V ¥ • # >j ? p - ± JV ft # (SC-6059X) 

* *m i it, > * - ? * n >©$ij^^ l tzt&m l tzmm 
(Dmmm^m^tzR^m ioh] ; looou/mio-r >^ x a > 

K ^Rl&m [ 8 h ] ; £38 ISRE2 zf D - fC * A $ I SRB2 :/ 

o - -7*50ng£^fr| L tzKJfom [8h( + cold)] ; f& I SRE2 
- zf<Dft t> (CTfe^ilOdp^n -^50ng^j^jD LtzKmm [8 h Gun 
related cold) ZmML, _LI5 © H $£ fel L o 

a©i^TTJgi L/c*EflSO^b©ttfctJ^!l'4 ] 0^liISRE2 zf u - zf 
tm&iT £j&#«ft- IRF-2 ftftt©^,^ L. HM1.24^oe-^ 

-icis^ lt zn&ft&it-t ss^ti, ^^a^iRF-2 -e^sci 

^^ffll 5 . IRF-2tC i: 8 HM1. 24^ P ^& - ^ - ygfe^fbcDiie 
IRF-2 J: &HM1. 24^ p ^ - ^ - ft CD ^ U266|ffl 

* tz V # - 9 - v - y t y * J i,z & iq MM U ic irf-2 
HM1.24yp^-^-©fe^?£tt^^ffl^^o^ ^B^^ctfco 
£lT(Dmm-?te, # S£«*«fcM266-Bl(ATCC TIB196)*ffl „ *ffl 
0£fi. 10%FBS(G1BC0 BRL)£#frRPMI-1640 i&m (G I BCO) (J^ Tmed i 
um) JC^J;^ 5 %C0 2 incubator i;T^lLf; 0 

(1) HM1. 24^p -^lJ^^^t?y 3 X i K©4ttH 

HM1.24^p^-^-^i^©ilfe^(iPCR cloning (c J: |f fz 0 t 
h 3fc$jlftl#M$Ifl&ck <0 DNAzol reagent(GIBCO) ¥ J A DNA 

^llitfco ?# £ ft tz ¥ J A DNA ^iii L T N 7 - HM2k ( 

aaaggtaccagctgtctttctgtctgtcc) (le^iJH-^ : 16) „ BST2B (atag 
tcatacgaagtagatgccatccag)(IS^iJ§-^- : 17) TaKaRa Taq ( 

SS^s zk&) &m ^Thermal Cycler 480 (Perkin Elmer, CA, US 
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A)(CTPCR (94°C 1 55°C 1 # Pel. 72°C l^Pal, 

% ihtltzfa 2 kb<D®r£-£fjiiJ|5gI|^KpnI ( Bglll (^7@i£) ^ T & 
IU KpGL3-basic (Promega, WI, USA 

) ©Kpnl, Bglll "tr << MCDNA ligation kit ver. II (SMit) ^ 
ffl^T^P-->ri, ^ > f-r y h E. col i JM109 ( — y # > V - 

>) zmmnmLtzo BMn&Ltz*mm&iQo u g/iior > t° •> 

U >£#irLBig*fefC-C37°C*gft QIAGEN plasmid maxi kit (QLA 
GEN, Hilden, Germany) iZTZf^Xi K^iiLfco 

14 t> ft 7" 5 * ^ K HM-2k/GL3 £ ffl PS & * Kpn I , XholCTMl L 
> kilo-sequence ffl deletion kit C^MB.) iz\T <K%: ? v - > Z ft 
ML. <E¥M*&/&±$ft-491bp£ -e<£:^tr^5 X ^ KHM-491/GL3& # 
fcc £fcHM-2k/GL3 ^ftJPgH^Kpn I, Af 1 1 I JC T 31 L . ±!£^& 
ICT^^^o-V^f^Ml, 4£^M*&^±«E-151bp*-e*#tiHM-l 
51/GL3, ^-ff/co 

$ h icHM-2k/GL3 ^Uli Lt^7^7-I0S ( 1 1 tcggtacctaat 
taatcctctgcctg)(IS?iJ#-^- : 18) i: GL:/ 5 "7 - 2 (ctttatgt 
ttttggcgtcttcca) (@e?ij#-*f : 19) TaKaRa Taq 

;*#) £ffl^Thermal Cycler 480 (Perkin Elmer, CA, USA)fCTPC 
R (94°C 1 #R3 N 55°C 1 # PaT. 72°C 1 55" PbT > 301*-^ ? 7U) 
Ito/: 0 ft t>*lrt:WrJ=i-£f&]l81*#KpnI. Bglll (SjB&) 
U KpGL3-basic (Promega, WI, USA) 

©Kpnl, Bglll If-f Mcligation high (Mff-ffi) £ffl^T?o- 
^ > ? Lx 3 >h°f > hB.coli JM109 (^ >y tH > y - >) £ trans f 
orm L/Co 

JB!S$£& L /c*JJ§®£ 10 0// g/ml©T > fcT •> >J >£#frLBi£f& 

}CT37°CigSL. QIAGEN plasmid maxi kit (QIAGEN, Hilden, Ger 
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many) CT^7X; ^ilU: 0 C 5 LTfc¥M&j&±aiE125bp 
* -e^^^HM-125/GL3^^/c 0 2: HM-2k/GL3 ^|SHT^7-f 
-7-HMP700 (aaaggtaccagagtttacctggtatcctgg)(I£ JiJ^-^- : 20) £ 

2 RtHO^JKlCTPCR *fr^. pGL3-bas 

icOKpnl. Bglll Mdfjt^f At^Ciici^ fc^M&ja 

±£ft#j 700bp 3 T^^t;HM-700/GL3^^^ o 

$ £{CHM-2k/GL3 ^ili >f - HMP700fe J: O' 1 1A' ( ca 

gaggattaattaggtaccgaaagagaggtgggctttt) (E^JS-f- : 21) 
> KOD I'J^-t' ^Thermal Cycler 480(Perkin 

Elmer, CA, USA) JCTPCR (98°C 15tK 65°C 2 74°C 30# 
, 25-9- ^71/) ^ffofc 0 n^tltzmn^Zero Blunt T0P0 PCR cl 
oning kit for sequencing ver. B (Invitrogen) ^ffl^t, P CR4 B 
lunt-TOPO vectorfc^A L/c 0 ibtl/c^^x^ K fcfBHEgf *KpnI 
{CTtoSL. J; € 550bp (D Wf * 11 JR L . HM-125/GL3© Kpn I >f 
h fc ligation high tffli»T»ALfc, C 9 L T«t^H»jft±«-l 
25—-145f^j£«r^^ L d I SRE/GL3 £f#/c 0 

(2) irf-2 x ^ -F&mm 

IRF-2 iS^X; KWJHTOJ:^ IC^ttLfe. interferon- a 
(lOOOU/ml) KT««* 8 Baffle* LfcU268|MSJ: 0 > TRIzolKHI 
(GIBCO-BRL)*ffl^T^RNA ZM&Ltz 0 First-strand cDNA Synt 
hesis kit (Pharmacia) f#t>n/cRNA ^H, Notl-d(T), 

8 LTlK?Sl6*37t 1 l*Mff-Dfco *ft>n/ccD 

NA^-^Ms 1RF2-F2 ( ttgtattggtagcgtgaaaaaagc) (IB?iJ#^ : 22) 
. IRF2-R2 (cagctagttcacattatctcgtcc)(@£?ij#-5f : 23) £ 7° ^ ^ 
v ~ ^ L LA-Taq (SMii) £fflHTPCR (94°C 45fjK 60°C 45 
72°C 60%K 401^-r^yl,) -ofco 
*§t>tl/cPCR fcmmzmm. IRP2-FI (agagggtaccatgccggtggaa 
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aggatgcg) (12?ij#-^- : 24) ^ IRF2-R1 (agtcggtacct taactgctct tga 
cgcggg)(@e?iJ#-S§- : 25) << ^ - t LTKOD >J > 5 - -t? (m 

*ffl^T^SPCR (94°C 45£K 60°C 45fcK 72°C 60fK 

f£3t:/-5X^ KpTracer-CMV ( Invi trogen)© Kpnl If -f hfcligation 
high (m^ife) *ffl^t»AU IRF-2 mm? ? * i KpIRF-2/T 
racer %%tz 0 

(3) Utf-* -it£^?£tt©jSiJ£ 
iiffi J3& ^ © ^ ^ F^AtePolyethylenimine-Transferrinfectio 
n Kit (Tf PBI-Ki t) (Bender MedSystems, Vienna, Austria)^-. )i< 
7 x 5 — -if T \y -fe fi Dual -Luci f erase Reporter Assay System 
(Promega) tem^fco Mti&W&SO uU Def f err i oxami ne, 10 % FBS 
£#tTRPMI-1640 let- Bfci&ftLfco #A-T^7°^X^ F^Tf-PBI 
<h©m^#{C-T £ i^MJ^20// g/tnl© 

^ H\ 20 u g/ml© pIRF-2/Tracer £ 12 pTracer-CMV, 0. 4/zg/ml© 
PRL-SV40, 1 #g/ml Tf-PEI reagent © M 7& £ fF §S! L s ^ST20 
%Tai4 > + ^ — h Lf: 0 

5 X10 5 ,*ffl)J&/ml©;ifflJfe£Tf-PEI p 1 asmi dM £r 7& © 3 Jnx. . 
4 l^r^37 0 C{CT-r Ms ^t-&(-T^fe#^. 2X10 5 ifflflS 

/ml©^JgT? 1 ^ x *3 100 /z \ % 96V U - 

ILfco IFN-a 0 , lOOOU/ml i 5 «k "5 $s#n L 37°C 2 B 

Fa^SLfCo *ffll!£ ; £-PBS(-){CT#fc7f>l£. 20 # 1 ©Passive Lysis Bu 
ffertcT^^L. 6 p. 1 £C96 White Polysorp Fluoronunc plate 
(Nunc) \Z7 ~f 3 4 L tz 0 Luminoskan (Labsys terns) iCTSSl7&30// 
1. I'l^B^lO^ Ct Firefly, Renila ^ tl *c tl © % & S £ fflij ^ 
L /Co S'J^MteFiref ly/Reni lai:t h5>X7i^->a >3&5p©tg 
IE *rfr^ *#a&fco 
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( 4 ) 

HM1.24yn*-*-i/tf-*_y 5 ^ K £ IRF-2 ^|y 5 X^ 
K^-U266^|jaic#AL, l^^-^-?Stt^M^L/c (EI9) 0 * <D 

irf-2 ig^-if^ h & isre^e- - 7 is -i oo & ck a' 

-151-^. IRF-2 «9^>>-7 x 5 - -t? ?g # ± # L ft o — 7j 

ISREge^IJ^^^ L/cdISRE/GL3 -^«IRF-2 C j; § /t/ >> 7 x 5 

--tr'Stt^^^^^fe t>n^^ o /Co ^±<Z>#£Mcfc ^ IRF-2 (2 HMl. 
24yD*-^-©iSRBM^{C^^ L, ^©ijg^tt^ii&^s C t 

(5) IRF-2 <Z>3g$fJf£3|i;i £ £ HMl. 24ft IC © 3i if & © $g |g 
IRF-2 !u J; |) HMl. 24frLf& <D¥£MM.<D%£4tl£^ IRF-2 IS^^X^ 
K (pIRF-2/Tracer)i/:(i3> hn-^y^x^ K ( pTracer/CMV) 
^U266*ffl^(c±K^i*(CT#AL. 1 ~2 BP H ^«U;t, aHflSS- 
©iRL. lT7^tk h HMl. 24^1^ CT^fet^o *ffl 

SS^^^L. $ £>fc LTFITC^fi^v^^IgG fn.fr (ci; 

©FITC^^^S^SU^^-^o IRF-2 ^^5^ K*Att!ST«i. 

mm 

£>T£ : B*BI«lo( {dfmm 1T@ 1 - 3 
$:£^(1) ^ Tfk : Escherichia coli DH5 a (pRS38-pUC19) 

: FERM BP-4434 
^ff£B : 1993^10^ 5 B 

(2) ^ ^ : Mouse-mouse hybridoma HMl. 24 
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SFft#^ : FERM BP-5233 
Wit B : 1995^ 4 £ 27B 

(3) i£ ^ : Escherichia coli 

(pUC19-RVHr-AHM 
$F : FERM BP-5643 
Wit S : 1996^ 8 £ 29B 

(4) i£ TP : Escherichia coli 
Wlt#"t : FERM BP-5644 
Wit B : 1996# 8 R 29B 

(5) j£ : Escherichia coli 
«fit#-^ : FERM BP-5645 
Wit B : 1996^ 8 H 29B 

(6) ife : Escherichia coli 
f Kf f : FERM BP-5646 
WK B : 1996*£ 8 n 29B 



PCT/JP00/05617 

DH5 « 
gr 1) 

DH5 a (pUC19-l. 24H-g r 1) 
DH5« (pUC19-RVLa-AHM-gk) 
DH5 a (pUC19-l. 24L-gk) 
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ft 3fc <D $E ffl 



1. 0^-7iO>at/:IN>^-7 1 D> r ^tai»i 
(1) -f>^-7xn>a^(H>^-7xn>rfeit; 

8. ^r^^clikHIki^, 5i/tHM1.24i/t#£ fete t 
HSMbiaHMl. 24in;#T& SfjtJfclI 6 lCfB«&©teSl#Jo 

9. IRF-2g&g£Wx«#£-r 5. K^J#^ : 2 ic * $ tl S T 

^ y »E3?«^W"r*sfiK chmi. 24tfcjBo © n-fttttnia {d *s # %> m 

10. IRF-2M6® i 5HM1. 24^ d *- * -©Stt-ffc 
( 1 ) IRF-2^Sgfe «fc 
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( 2 ) 15 m : 2i:/T$tl57; ;HE?iJ^Wt§iaii:#.. 
12. #««*<^li6tt#flfll , r* *a»*«inwiB«lo?&*jWo 

14. tft#^*Bia**FStt**^*ft#T* *»*:«13IC|H<6©?& 

15. ft 5 * fcte b r aUfcK#'T<fcS9|3fcgUllClB*©*& 

16. Irt »*<fi: Hill. 24tn;tt ~V & 2> ft #11 14{C §B*6© te£e#J o 

17. 5 * t* t h m<kftftifi> 5taHMl. 24$t^t rt: fc 
h SMtiaHMl. 24t»ttt:-^* *a*^15{CfB«l©?&«jSfiJo 

18. IRF-2 I6I©i^^^^tSih^tl^W^^7>i Lttt 
■T SHII1. 24^tJ^©#fiS$IBIlS{Cfc{j- ^ll^it^^Jo 

19. IRF-2 leiOHi^Jt^tS^^^^f ifi)t7>t LTtW 
£ Hill. 247° o ^■-^-©yStt'fb^Jo 

20. HM1. 24^11© IS 31 ii 3fe X * 'J--V^tS^S 0 

21. #*SBl£*r-#-S&#£i£!if*- 4 tztfXD* >y htrfcoT. 

( i ) ge?"j#^ : 2 tc^ $ r = j mmn^mi- & * >'< ? n 

( 2 ) ±gB$t#&s ffi7U#-^ : 2 {C ^ $ ft & T i J &ffi7lj£*f*- 

22. S(fE#*«*<^lfttt#ft«T**. fjS#II21fCfe«&<D* -y h 

o 

4 1 



WO 01/13940 Q> Q PCT/JPOO/05617 

23. fjlSin:^^\ t bSMttrtHMl. 24$t#T : & £ . ft >|c II 21 {C ffe 
<2> 4- -y ho 

24. Htjieie^js-^- : 2 {ctk $ n & r ^ v s?@£?u*£W^- & ? >'< ? 

orT^S, it 2 lie fete ©4- > y h o 
m M t t> it T jfe # (c & ^ <r 5 /c a6 cd IS ^ IE ^ 0 

27. Btftetn:^^\ t hm4kmm.2m{*-z&&, m$zm25izmn 

oniric 

28. fu IS ge ^ij # : 2 %i%,7 % J mttm^m^- h $ y 9 

n<Dmmzm&-t zmmfr* > ? - y * u > a ztzit* y ? - ? * 
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Fig. 2 
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Fig. 5 
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SEQUENCE LISTING 

< 1 1 0 > CHUGAI SEIYAKU KABUSHIKI KAISHA 

< 1 2 0 > Agent for enhancing expression of HM1. 24 compris 
ing as an active component interferon a 

< 1 3 0 > H757 

< 1 6 0 > 5 

< 2 1 0 > 1 

< 2 1 1 > 1073 

< 2 1 2 > DNA 

< 2 1 3 > Homosapiens 

< 2 2 3 > Nucleotide sequence coding for HM1. 24 protein an 
t i gen 

< 4 0 0 > 1 

gaattcggca cgagggatct gg atg gca tct act teg tat gac tat tgc 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 
1 5 

aga gtg ccc atg gaa gac ggg gat aag cgc tgt aag ctt ctg ctg ggg 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 
10 15 - 20 25 

ata gga att ctg gtg etc ctg ate ate gtg att ctg ggg gtg ccc ttg 145 
He Gly He Leu Val Leu Leu He He Val He Leu Gly Val Pro Leu 

30 35 40 

att ate ttc acc ate aag gec aac age gag gec tgc egg gac ggc ctt 193 
lie He Phe Thr He Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 
45 50 55 
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egg gca gtg atg gag tgt cgc aat gtc acc cat etc ctg caa caa gag 241 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

ctg acc gag gec cag aag ggc ttt cag gat gtg gag gec cag gec gee 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 

75 80 85 

acc tgc aac cac act gtg atg gec eta atg get tec ctg gat gca gag 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

aag gec caa gga caa aag aaa gtg gag gag ctt gag gga gag ate act 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr 

110 115 120 

aca tta aac cat aag ctt cag gac gcg tct gca gag gtg gag cga ctg 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

aga aga gaa aac cag gtc tta age gtg aga ate gcg gac aag aag tac 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg He Ala Asp Lys Lys Tyr 

140 145 150 

tac ccc age tec cag gac tec age tec get gcg gcg ccc cag ctg ctg 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

att gtg ctg ctg ggc etc age get ctg ctg cag tga gatcccagga 575 
He Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 

agctggcaca tcttggaagg tccgtcctgc teggctttte gcttgaacat tcccttgatc 635 
tcatcagttc tgagcgggtc atggggcaac acggttagcg gggagagcac ggggtagccg 695 
gagaagggee tctggagcag gtctggaggg gecatgggge agtcctgggt ctggggacac 755 
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agtcgggttg acccagggct gtctccctcc agagcctccc tccggacaat gagtcccccc 815 

tcttgtctcc caccctgaga ttgggcatgg ggtgcggtgt ggggggcatg tgctgcctgt 875 

tgttatgggt tttttttgcg gggggggttg cttttttctg gggtctttga gctccaaaaa 935 

aataaacact tcctttgagg gagagcacac cttaaaaaaa aaaaaaaaaa aaaaaaaaaa 995 
aaaattcggg cggccgcc 1013 



< 2 


1 0 > 


2 












< 2 


1 1 > 


180 












< 2 


1 2 > 


PRT 












< 2 


1 3 > 


Homosapi ens 












< 2 


2 3 > 


Amino acid sequence of HM1. 24 protein 


an t i gen 


< 4 


0 0 > 


2 












Met 


Ala Ser 


Thr Ser Tvr Asd Tvr Cys Are 


Val 


Pro 


Met 


Glu Asp 


Gly 


1 




5 10 








15 




Asp 


Lys Arg 


Cvs Lvs Leu Leu Leu Glv lie 


Gly 


He 


Leu 


Val Leu 


Leu 


















He 


He Val 


He Leu Gly Val Pro Leu He 


He 


Phe 


Thr 


He Lys 


Ala 




35 


40 






45 






Asn 


Ser Glu 


Ala Cys Arg Asp Gly Leu Arg 


Ala 


Val 


Met 


Glu Cys 


Arg 




50 


55 




60 








Asn 


Val Thr 


His Leu Leu Gin Gin Glu Leu 


Thr 


Glu 


Ala 


Gin Lys 


Gly 


65 




70 


75 








80 


Phe 


Gin Asp 


Val Glu Ala Gin Ala Ala Thr 


Cys 


Asn 


His 


Thr Val 


Met 






85 90 








95 




Ala 


Leu Met 


Ala Ser Leu Asp Ala Glu Lys 


Ala 


Gin 


Gly 


Gin Lys 


Lys 






100 105 








110 




Val 


Glu Glu 


Leu Glu Gly Glu He Thr Thr 


Leu 


Asn 


His 


Lys Leu 


Gin 




115 


120 






125 
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Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu 

130 135 140 

Ser Val Arg He Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Ser 
145 150 155 160 

Ser Ser Ala Ala Ala Pro Gin Leu Leu He Val Leu Leu Gly Leu Ser 
165 170 175 

Ala Leu Leu Gin 
180 

< 2 1 0 > 3 

< 2 1 1 > 2016 

< 2 1 2 > DNA 

< 2 1 3 > Homosapi ens 

< 2 2 3 > Nucleotide sequence of promoter region of gene c 
oding for HM1.24 protein antigen 

< 4 0 0 > 3 

actaaaagtc tctgatatgc agaaataatg gcataagctg tctttctgtc tgtcccctct 60 
ctctctctct gcctcggctg ccaggcaggg aagggccccc tgtccagtgg acacgtgacc 120 
cacatgacct tacctatcat tggagatgac tcacactctt taccctgccc cttttgcttt 180 
gtatccaata aataacagca cagccagaca ttcggggcca ctaccagtct ccgcgcattg 240 
ctggtagtgg tcccccgggc ccagctgtct tttcttttat ctcttcgtct tgtgtcttta 300 
tttctacact ctctcgtcgc cgcacacagg gagagaccca ctgaccctgt ggggctggtc 360 
cctacagtaa ttttaaaggg aagagcaaca aactttcggt ttgcagggct gggactgttt 420 
acagctgcaa aatttagaga ggacatcaat ctattattat ccacatttta cagctgggga 480 
aatcaatgct aagagaggaa attcatttgc ccagaggtgc accaccctgg cctccaatgt 540 
gcaattcatg caattgtgat ttccgacctg gtcccaaact aaccctaaag ttagcaggcc 600 
agaacagtgc tgctcaaata agtcagctta gtcaaataag tcaggcaaag gtcgtgtctt 660 
tgcacctgga gtcctggcca ggctggtagg tccctcctcc tgggacaagt tcaccctcag 720 
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aattttcagc aagatcatct cccacagctt 

tttgtttatt ggtttaagag atgggatccc 

acaatcatag ctcgctgcag cctcaaactc 

tcccagcctc agcctgggac cacaggcatg 

atggggtcct tctgagggat gttggagtca 

ggaggcctgg gctctggact tgacctcgcc 

aacatggaaa tggcagacct aacagaatct 

cacaagaaaa acatgcagtc ccctttcagc 

gggcctgatt tcctgtagga agccctggct 

ggccctgtta ttcccctttg cagatgaaga 

ggagtcccag gagcactttt tctggaagta 

agaccgacat tgtttgttgg ctgggtcggt 

ctgttgctca cacaccctcc atgtctccca 

atgaagccct gctcgtcacc acagagacac 

acccaggccc cgcccccaga cccaggccct 

tcagtttccc caggtggaga ccggaccaac 

tacagatgaa tacaggctgg cacggcctag 

gacttaagat ggagtgtccc aggcagccac 

aagggctttt aaagcagggt gaaaaaaaaa 

aaaacctaat taatcctctg cctgtaggtg 

tcctggaact tgctattggt caggacgttt 

gattccagca ccctccccta actccaggcc 
atg gca tct act teg tat gac 
Met Ala Ser Thr Ser Tyr Asp 

5 

< 2 1 0 > 4 

< 2 1 1 > 29 
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gttaattggt tcttggttct aagtgatttt 780 
actctatcac ccaggcttga gtgccgtggc 840 
ctgggctcga gtgatcctcc tgcctcagcc 900 
taccaccatg cctggctcta agtggcttta 960 
gggcctgggg ggagttcccc aggecttctg 1020 
tactgtctgg ccctgctgaa aagaaaaaaa 1080 
gggctgtggt caggatgtgg ctgaagaagc 1140 
ggtcatgccc agcagttggg tgccgataat 1200 
ctcttggcca catggacagt gtctgaggct 1260 
aacaggctca gagagtttac ctggtatcct 1320 
ggagcttgtt tectgeaggt gecaagacag 1380 
ctcccagttt tcagctggct ccagtctcac 1440 
tagtcccctc.ggtggggaca gaggcactgg 1500 
ctgaacacaa aaaccagtcc ctggggtcag 1560 
gccctcactc caccacgcaa ctgtgcaacc 1620 
aatgatggcc tctgcctctt caggtcatag 1680 
gcactcagta acacacggca gaggcacagg 1740 
agttggctgg cacccagttg ggaagggece 1800 
gcccacctcc tttctgggaa actgaaactg 1860 
cctcatgcaa gagctgetgg tcagagcact 1920 
ectatgetaa taaaggggtg gecegtagaa 1980 
agactccttt cagctaaagg ggagatctgg 2040 

2061 
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< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > Primer HM2K 

< 4 0 0 > 4 

aaaggtacca gctgtctttc tgtctgtcc 29 

< 2 1 0 > 5 

< 2 1 1 > 78 

< 2 1 2 > DNA 

< 2 1 3 > Artificial Sequence 

< 2 2 0 > 

< 2 2 1 > 

< 2 2 2 > 

< 2 2 3 > Primer BST2B 

< 4 0 0 > 5 

atagtcatac gaagtagatg ccatccag 28 

< 2 1 0 > 6 

< 2 1 1 > 2144 

< 2 1 2 > DNA 

< 2 1 3 > Homosapiens 

< 2 2 3 > Nucleotide sequence coding for IRF-2 protein 

< 4 0 0 > 6 

aactgacggg ctttcatttc catttcacac accctagcaa cacttatacc ttgcggaatt 60 
gtattggtag cgtgaaaaaa gcacactgag agggcaccat gccggtggaa aggatgcgca 120 
tgcgcccgtg gctggaggag cagataaact ccaacacgat cccggggctc aagtggctta 180 
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acaaggaaaa 


gaagattttt 


cagatcccct 


ggatgcatgc 


ggctagacat 


gggtgggatg 


240 


tggaaaaaga 


tgcaccactc 


tt tagaaacc 


gggcaatcca 


tacaggaaag 


catcaaccag 


300 


gagtagataa 


acctgatccc 


aaaacatgga 


aggcgaattt 


cagatgcgcc 


*v 4- mm m 4- 4- m m 4- 

atgaat tcct 


360 


tgcctgatat 


tgaagaagtc 


aaggataaaa 


gcataaagaa 


aggaaataat 


gccttcaggg 


420 


tctaccgaat 


gctgccccta 


tcagaacggc 


cttctaagaa 


aggaaagaaa 


ccaaagacag 


480 


aaaaagaaga 


caaagttaag 


cacatcaagc 


aagaaccagt 


tgagtcatct 


ctggggctta 


540 


gtaatggagt 


aagtgatctt 


tctcctgagt 


atgcggtcct 


gacttcaact 


ataaaaaatg 


600 


aagtggatag 


tacggtgaac 


atcatagttg 


taggacagtc 


ccatctggac 


agcaacattg 


r* r* f\ 

660 


agaatcaaga 


gattgtcacc 


aatccgccag 


acatt tgcca 


agt tgtagag 


gtgaccactg 


rrnrv 


agagcgacga 


gcagccggtc 


agcatgagcg 


agctctaccc 


tctgcagatc 


tcccccgtgt 


P70A 

780 


cttcctatgc 


agaaagcgaa 


acgactgata 


gtgtgcccag 


cgatgaagag 


agtgccgagg 


840 


ggcggccaca 


ctggcggaag 


aggaatattg 


aaggcaaaca 


gtacctcagc 


aacatgggga 


900 


ctcgaggctc 


ctacctgctg 


cccggcatgg 


cgtccttcgt 


cacttccaac 


aaaccggacc 


960 


tccaggtcac 


catcaaagag 


gagagcaatc 


cggtgcctta 


caacagctcc 


tggccccctt 


1020 


ttcaagacct 


ccccctttct 


tcctccatga 


ccccagcatc 


cagcagcagt 


cggccagacc 


1080 


gggagacccg 


ggccagcgtc 


atcaagaaaa 


catcggatat 


cacccaggcc 


cgcgtcaaga 


1 1 JA 

1140 


gctgttaagc 


ctctgactct 


ccgcggtggt 


tgttggggct 


M . A A . AIM 

tcttggcttt 


A. A. A. A A A 1 

gttttgttgt 


1200 


ttgtttgtat 


tttatttttt 


tctctctgac 


acctatttta 


gacaaatcta 


agggaaaaag 


1260 


ccttgacaat 


agaacattga 


ttgctgtgtc 


caactccagt 


acctggagct 


tctctttaac 


1320 


tcaggactcc 


agcccattgg 


tagacgtgtg 


tttctagagc 


ctgctggatc 


tcccagggct 


1380 


actcactcaa 


gttcaaggac 


caacaagggc 


agtggaggtg 


ctgcattgcc 


tgcggtcaag 


1 A A f\ 

1440 


gccagcaagg 


tggagtggat 


gcctcagaac 


ggacgagata 


atgtgaacta 


. A J J A 

gctggaattt 


1500 


tt tattcttg 


tgaatatgta 


cataggcagc 


actagcgaca 


ttgcagtctg 


cttctgcacc 


1560 


ttatcttaaa 


gcacttacag 


ataggccttc 


ttgtgatctt 


gctctatctc 


acagcacact 


1620 


cagcaccccc 


ttctctgccc 


attccccagc 


ctctcttcct 


atcccatccc 


atcccatccc 


1680 


atcccatccc 


atcccatccc 


gctcttttcc 


tacttttcct 


tccctcaaag 


cttccattcc 


1740 


acatccggag 


gagaagaagg 


aaatgaattt 


ctctacagat 
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taaaaaaaat ccttctaatc tgctatgctt gaatgccacg cggtacaaag gaaaaagtat 1860 

catggaaata ttatgcaaat tcccagattt gaagacaaaa atactctaat tctaaccaga 1920 

gcaagctttt ttatttttta tacaggggaa tattttattc aaggtaaaat tctaaataaa 1980 

atataattgt tttttatctt ttctacagca aatttataat tttaagattc cttttcttgt 2040 

ttatcagcag ttgttattac atccttgtgg cacatttttt tttaattttg taaaggtgaa 2100 

aaaagctttt atgagctcat ctagcaatca gattttcctg tgga 2144 
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1 0 > 


7 






< 2 


1 1 > 


349 






< 2 


1 2 > 


PRT 






< 2 


1 3 > 


Homosap i ens 






< 2 


2 3 > 


Amino acid sequence of IRF-2 protein 


< 4 


0 0 > 


7 






Met 


Pro Val 


Glu Arg Met Arg Met Arg Pro 


Trp 


Leu Glu Glu Gin He 


1 




5 10 




15 


Asn 


Ser Asn 


Thr He Pro Gly Leu Lys Trp 


Leu 


Asn Lys Glu Lys Lys 






20 25 




30 


He 


Phe Gin 


He Pro Trp Met His Ala Ala 


Arg 


His Gly Trp Asp Val 




35 


40 




45 


Glu 


Lys Asp 


Ala Pro Leu Phe Arg Asn Arg 


Ala 


He His Thr Gly Lys 




50 


55 




60 


His 


Gin Pro 


Gly Val Asp Lys Pro Asp Pro 


Lys 


Thr Trp Lys Ala Asn 


65 




70 


75 


80 


Phe 


Arg Cys 


Ala Met Asn Ser Leu Pro Asp 


He 


Glu Glu Val Lys Asp 






85 90 




95 


Lys 


Ser He 


Lys Lys Gly Asn Asn Ala Phe 


Arg 


Val Tyr Arg Met Leu 



100 105 110 
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Pro Leu Ser Glu Arg Pro Ser Lys Lys Gly Lys Lys Pro Lys Thr Glu 

115 120 125 

Lys Glu Asp Lys Val Lys His He Lys Gin Glu Pro Val Glu Ser Ser 

130 135 140 

Leu Gly Leu Ser Asn Gly Val Ser Asp Leu Ser Pro Glu Tyr Ala Val 
145 150 155 160 

Leu Thr Ser Thr He Lys Asn Glu Val Asp Ser Thr Val Asn He He 

165 170 175 

Val Val Gly Gin Ser His Leu Asp Ser Asn lie Glu Asn Gin Glu He 

180 185 190 

Val Thr Asn Pro Pro Asp He Cys Gin Val Val Glu Val Thr Thr Glu 

195 200 205 

Ser Asp Glu Gin Pro Val Ser Met Ser Glu Leu Tyr Pro Leu Gin He 

210 215 220 

Ser Pro Val Ser Ser Tyr Ala Glu Ser Glu Thr Thr Asp Ser Val Pro 
225 230 235 240 

Ser Asp Glu Glu Ser Ala Glu Gly Arg Pro His Trp Arg Lys Arg Asn 

245 250 255 

He Glu Gly Lys Gin Tyr Leu Ser Asn Met Gly Thr Arg Gly Ser Tyr 

260 265 270 

Leu Leu Pro Gly Met Ala Ser Phe Val Thr Ser Asn Lys Pro Asp Leu 

275 280 285 

Gin Val Thr He Lys Glu Glu Ser Asn Pro Val Pro Tyr Asn Ser Ser 

290 295 300 

Trp Pro Pro Phe Gin Asp Leu Pro Leu Ser Ser Ser Met Thr Pro Ala 
305 310 315 320 
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Ser Ser Ser Ser Arg Pro Asp Arg Glu Thr Arg Ala Ser Val lie Lys 

325 330 335 

Lys Thr Ser Asp lie Thr Gin Ala Arg Val Lys Ser Cys 
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